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an estimated 5,000 to 8,000 diseases are categorized as rare and together affect millions of Americans. While some rare diseases have a very small patient population, others affect many thousands of people in the United States and worldwide. As the IOM report states, "rare diseases are not rare, at least in the aggregate" 1 Despite the large knowledge gaps, there is tremendous potential for supporting a new generation of health outcomes studies in rare diseases through a growing number of patient registries, databases, and new methodological approaches. The Agency for Healthcare Research and Quality (AHRQ), through its Developing Evidence to Inform Decisions about Effectiveness (DEcIDE) Research Network, sponsored this supplement to present various strategies in the design, analysis, and conduct of health outcomes studies relevant to rare diseases. The purpose of this supplement is to disseminate illustrative examples of research methods that can be applied to understand health outcomes and to potentially stimulate new patient-centered outcomes studies for rare diseases. The inventive approaches used by researchers to study specific rare diseases could provide models for other researchers to emulate or adapt when designing health outcomes studies. While this supplement is not intended to endorse particular research methods or address all the challenges of conducting research in rare diseases, it does present a wide range of methods for studying health outcomes in this field. With the exponential growth in health data and the blurring of lines between observational research and clinical trials, new opportunities abound for initiating innovative research that directly helps improve health care for patients with rare diseases.
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